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********** Welcome to STN International ********** 

NEWS 1 Web Page for STN Seminar Schedule - N. America 

NEWS 2 OCT 04 Precision of EMBASE searching enhanced with new 

chemical name field 
NEWS 3 OCT 06 Increase your retrieval consistency with new formats or 

for Taiwanese application numbers in CA/CAplus. 
NEWS 4 OCT 21 CA/CAplus kind code changes for Chinese patents 

increase consistency, save time 
NEWS 5 OCT 22 New version of STN Viewer preserves custom 

highlighting of terms when patent documents are 

saved in . rtf format 
NEWS 6 OCT 28 INPADOCDB/ INPAFAMDB : Enhancements to the US national 

patent classification. 
NEWS 7 NOV 03 New format for Korean patent application numbers in 

CA/CAplus increases consistency, saves time. 
NEWS 8 NOV 0 4 Selected STN databases scheduled for removal on 

December 31, 2010 
NEWS 9 NOV 18 PROUSDDR and SYNTHLINE Scheduled for Removal 

December 31, 2010 by Request of Prous Science 
NEWS 10 NOV 22 Higher System Limits Increase the Power of STN 

Substance-Based Searching 
NEWS 11 NOV 24 Search an additional 46,850 records with MEDLINE 

backfile extension to 1946 
NEWS 12 DEC 14 New PNK Field Allows More Precise Crossover among STN 

Patent Databases 
NEWS 13 DEC 18 ReaxysFile available on STN 

NEWS 14 DEC 21 CAS Learning Solutions — a new online training experience 
NEWS 15 DEC 22 Value-Added Indexing Improves Access to World Traditional 

Medicine Patents in CAplus 
NEWS 16 JAN 24 The new and enhanced DPCI file on STN has been released 
NEWS 17 JAN 26 Improved Timeliness of CAS Indexing Adds Value to 

USPATFULL and USPAT2 Chemistry Patents 
NEWS 18 JAN 26 Updated MeSH vocabulary, new structured abstracts, and 

other enhancements improve searching in STN reload of 

MEDLINE 

NEWS 19 JAN 2 8 CABA will be updated weekly 

NEWS 20 FEB 23 PCTFULL file on STN completely reloaded 

NEWS 21 FEB 23 STN AnaVist Test Projects Now Available for 

Qualified Customers 
NEWS 22 FEB 25 LPCI will be replaced by LDPCI 

NEWS 23 MAR 07 Pricing for SELECTing Patent, Application, and Priority 
Numbers in the USPAT and IFI Database Families is Now 
Consistent with Similar Patent Databases on STN 

NEWS 24 APR 26 Expanded Swedish Patent Application Coverage in CA/CAplus 
Provides More Current and Complete Information 

NEWS 25 APR 28 The DWPI (files WPINDEX, WPIDS and WPIX) on STN have been 

enhanced with thesauri for the European Patent Classifications 
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NEWS 26 MAY 02 MEDLINE Improvements Provide Fast and Simple Access to DOI and 
Chemical Name Information 
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STN biosequence searches with enhanced performance 
Free Trial of the Numeric Property Search Feature 
in PCTFULL on STN 
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=> file reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.23 



TOTAL 
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0.23 



FILE 'REGISTRY' ENTERED AT 15:18:30 ON 23 MAY 2011 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2011 American Chemical Society (ACS) 



Property values tagged 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
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ith IC are from the ZIC/VINITI data file 



19 MAY 2011 HIGHEST RN 1297653-71-4 
19 MAY 2011 HIGHEST RN 1297653-71-4 



CAS Information Use Policies apply and are available at: 

http : //www. cas . org/ legal /infopol icy . html 

TSCA INFORMATION NOW CURRENT THROUGH January 14, 2011. 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 
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=> s coenzyme qlO/cn 

LI 1 COENZYME Q10/CN 



=> d 

LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 303-98-0 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- [ (2E, 6E, 10E, 14E, 18E, 2 2E, 2 6E, 3 0E, 3 4E) - 
3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl-2, 6, 10,14,18,22,26,30,34,38- 
tetracontadecaen-l-yl] -5, 6-dimethoxy-3-methyl- (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- (3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl- 
2,6,10,14,18, 22, 26, 30, 34, 3 8-tetracontadecaenyl ) -5, 6-dimethoxy-3-methyl-, 
(all-E)- 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- [ (2E, 6E, 10E, 14E, 18E, 2 2E, 2 6E, 3 0E, 3 4E) - 
3,7,ll,15,19,23,2 7,31,35,39-decamethyl-2,6, 10, 14, 18, 22, 26, 30, 34,3 8- 
tetracontadecaenyl ] -5, 6-dimethoxy-3-methyl- (9CI) 

CN Coenzyme Q10 (6CI) 

CN p-Benzoquinone, 2- (3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl- 

2, 6, 10, 14, 18, 2 2, 2 6, 3 0, 3 4, 3 8-tetracontadecaenyl) -5, 6-dimethoxy-3-methyl- 
(8CI) 

OTHER NAMES: 

CN (all-E) -2- (3, 7, 11, 15, 19, 23, 27, 31, 35, 39-Decamethyl- 

2, 6, 10, 14, 18, 2 2, 2 6, 3 0, 3 4, 3 8-tetracontadecaenyl) -5, 6-dimethoxy-3-methyl-2 , 5- 

cyclohexadiene-1 , 4-dione 
CN Aqua Q 10L10 
CN Aqua Q10 
CN Bio-Quinon 
CN Bio-Quinone Q10 
CN CoQIO 
CN Cosmesome Q 10 
CN Ensorb 
CN Kaneka Q10 
CN Kudesan 
CN Li-Q-Sorb 
CN Liquid-Q 
CN Neuquinon 
CN Neuquinone 
CN NSC 140865 
CN PureSorb Q 40 
CN Q 10AA 
CN Q-absorb 
CN Q-Gel 
CN Q-Gel 100 
CN Ubidecarenone 
CN Ubiquinone 10 
CN Ubiquinone 50 
CN Ubiquinone Q10 
CN Unispheres Q 10 
CN Vitamin Q 
FS STEREOSEARCH 

DR 13448-14-1, 55127-92-9, 55870-43-4 
MF C59 H90 04 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BIOSIS, BIOTECHNO, 
CA, CAPLUS, CASREACT, CHEMCATS, CHEMLIST, CIN, DDFU, DRUGU, EMBASE, 
IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , NAPRALERT, PIRA, PS, 
REAXYSFILE* , RTECS* , TOXCENTER, USAN, USPAT2, USPATFULL, USPATOLD, VETU 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, NDSL**, TSCA**, WHO 



(**Enter CHEMLIST File for up-to-date regulatory information) 
Double bond geometry as shown. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

6130 REFERENCES IN FILE CA (1907 TO DATE) 

81 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
6177 REFERENCES IN FILE CAPLUS (1907 TO DATE) 



=> d 11 

LI ANSWER 1 OF 1 REGISTRY COPYRIGHT 2011 ACS on STN 

RN 303-98-0 REGISTRY 

ED Entered STN: 16 Nov 1984 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- [ (2E, 6E, 10E, 14E, 18E, 2 2E, 2 6E, 3 0E, 3 4E) - 
3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl-2, 6, 10,14,18,22,26,30,34,38- 
tetracontadecaen-l-yl] -5, 6-dimethoxy-3-methyl- (CA INDEX NAME) 

OTHER CA INDEX NAMES: 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- (3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl- 

2, 6, 10, 14, 18, 22, 26, 30, 34, 3 8-tetracontadecaenyl ) -5, 6-dimethoxy-3-methyl-, 
(all-E) - 

CN 2, 5-Cyclohexadiene-l, 4-dione, 2- [ (2E, 6E, 10E, 14E, 18E, 2 2E, 2 6E, 3 0E, 3 4E) - 

3, 7, 11, 15, 19, 23, 2 7, 31, 35, 39-decamethyl-2, 6, 10,14,18,22,26,30,34,38- 
tetracontadecaenyl ] -5, 6-dimethoxy-3-methyl- (9CI) 

CN Coenzyme Q10 (6CI) 

CN p-Benzoquinone, 2- (3, 7, 11, 15, 19, 23, 27, 31, 35, 39-decamethyl- 

2, 6, 10, 14, 18, 22, 26, 30, 34, 3 8-tetracontadecaenyl ) -5, 6-dimethoxy-3-methyl- 
(8CI) 

OTHER NAMES: 

CN (all-E) -2- (3, 7, 11, 15, 19 , 23 , 2 7 , 3 1 , 35, 39-Decamethyl- 



2, 6, 10, 14, 18, 22, 26, 30, 34, 3 8-tetracontadecaenyl ) -5, 6-dimethoxy-3-methyl-2 , 5- 

cyclohexadiene-1 , 4-dione 
CN Aqua Q 10L10 
CN Aqua Q10 
CN Bio-Quinon 
CN Bio-Quinone Q10 
CN CoQIO 
CN Cosmesome Q 10 
CN Ensorb 
CN Kaneka Q10 
CN Kudesan 
CN Li-Q-Sorb 
CN Liquid-Q 
CN Neuquinon 
CN Neuquinone 
CN NSC 140865 
CN PureSorb Q 40 
CN Q 10AA 
CN Q-absorb 
CN Q-Gel 
CN Q-Gel 100 
CN Ubidecarenone 
CN Ubiquinone 10 
CN Ubiquinone 50 
CN Ubiquinone Q10 
CN Unispheres Q 10 
CN Vitamin Q 
FS STEREOSEARCH 

DR 13448-14-1, 55127-92-9, 55870-43-4 
MF C59 H90 04 
CI COM 

LC STN Files: ADISINSIGHT, ADISNEWS, AGRICOLA, ANABSTR, BIOSIS, BIOTECHNO, 
CA, CAPLUS, CASREACT, CHEMCATS, CHEMLIST, CIN, DDFU, DRUGU, EMBASE, 
IFICDB, IFIPAT, IFIUDB, IPA, MEDLINE, MRCK* , NAPRALERT, PIRA, PS, 
REAXYSFILE* , RTECS* , TOXCENTER, USAN, USPAT2, USPATFULL, USPATOLD, VETU 
(*File contains numerically searchable property data) 
Other Sources: EINECS**, NDSL* * , TSCA**, WHO 

(**Enter CHEMLIST File for up-to-date regulatory information) 

Double bond geometry as shown. 
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**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



613 0 REFERENCES IN 
81 REFERENCES TO 
6177 REFERENCES IN 



FILE CA (1907 TO DATE) 

NON-SPECIFIC DERIVATIVES IN FILE CA 

FILE CAPLUS (1907 TO DATE) 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
12.04 



TOTAL 
SESSION 
12.27 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 15:20:55 ON 23 MAY 2011 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2011 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 23 May 2011 VOL 154 ISS 22 

FILE LAST UPDATED: 22 May 2011 (20110522/ED) 

REVISED CLASS FIELDS ( /NCL ) LAST RELOADED: Feb 2011 

USPTO MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Feb 2011 

CAplus now includes complete International Patent Classification (IPC) 
reclassification data for the fourth quarter of 2010. 

CAS Information Use Policies apply and are available at: 

http : //www. cas . org/ legal /infopol icy . html 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 11 and melanoma 



6177 LI 

5 0 451 MELANOMA 

4 72 4 MELANOMAS 

19 MELANOMATA 

510 75 MELANOMA 



L2 



(MELANOMA OR MELANOMAS OR MELANOMATA) 
17 LI AND MELANOMA 



=> d ti total 



L2 ANSWER 1 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Methods for treatment of oncological disease using an epimetabolic shifter 
(coenzyme Q10) 

L2 ANSWER 2 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Methods for the diagnosis of oncological disorders using epimetabolic 
shifters, multidimensional intracellular molecules, or environmental 
inf luencers 

L2 ANSWER 3 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Methods for treatment of oncological disorders using epimetabolic 

shifters, multidimensional intracellular molecules, or environmental 
inf luencers 

L2 ANSWER 4 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Methods for promoting cellular health and treatment of cancer with 
compounds including natural products 

L2 ANSWER 5 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Drug Effects Viewed from a Signal Transduction Network Perspective 
L2 ANSWER 6 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Methods and use of exogenous coenzyme Q10, or a metabolite thereof, for 
inducing apoptosis in cancer cells 

L2 ANSWER 7 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Nonviral vectors for delivering polynucleotides to target tissue and uses 
in gene therapy 

L2 ANSWER 8 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Inhibitory effect on melanin formation, collagenase and elastase activity 
by synthesized coenzyme Q10 derivatives 

L2 ANSWER 9 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Natural product compositions for promoting cellular health and treatment 
of cancer 

L2 ANSWER 10 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Topical formulations comprising lipophilic bioactive agents having 
enhanced bioavailability 

L2 ANSWER 11 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Foamable vehicle and vitamin and flavonoid pharmaceutical compositions 
thereof for treatment of skin and other disorders 

L2 ANSWER 12 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Quinones are reduced by 6-tetrahydrobiopter in in human keratinocytes , 
melanocytes, and melanoma cells 

L2 ANSWER 13 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Recombinant interferon a-2b and coenzyme Q10 as a postsurgical 

adjuvant therapy for melanoma: a 3-year trial with recombinant 

interferon-a and 5-year follow-up 

L2 ANSWER 14 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Topically applied glucosamine sulfate and all its related, precursor, and 
derivative compounds significantly increases the skin's natural production 
of hyaluronic acid for the rejuvenation of healthier younger-looking skin; 
while phosphatidylcholine is required to replace its deficiency caused by 



topical dimethylaminoethanol (DMAE) 

L2 ANSWER 15 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 
TI Therapeutic combination of ascorbate with lysine or arginine for 
prevention and treatment of cancer 

L2 ANSWER 16 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Enhancing effect of coenzyme Q10 on immunorecovery with BCG in 

tumor-bearing mice in relation to changes in coenzyme Q content and ATPase 

activity in spleen lymphocytes of tumor-bearing rats 

L2 ANSWER 17 OF 17 CAPLUS COPYRIGHT 2011 ACS on STN 

TI Enhancing effect of coenzyme Q10 on immunorestoration with Mycobacterium 
bovis BCG in tumor-bearing mice 
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The invention provides , 


a method 


for 


induci 


ng apoptosis 


in a 




ncer cell 



delivery of exogenous coenzyme QIO or metabolites thereof in a 
pharmaceutically acceptable carrier to effectuate cell contact of 



endogenous coenzyme Q10 or metabolites thereof in addition to but not limiti 
to mevalonic acid and oleic acid to form an intracellular complex. The 
invention also provides a method for modulating the p53 pathway and Bcl-2 
protein family in a manner that restores the apoptotic potential to a 
cancer cell by delivery of coenzyme Q10 in a pharmaceutically acceptable 
carrier. The invention further provides a method to specifically 
normalize the ratio of pro-apoptotic and anti-apoptotic members of the 
Bcl-2 gene family in a proportion to re-program a cancer cell to undergo 
apoptosis . 
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AB The present disclosure provides compns. suitable for delivering lipophilic 
bioactive agents. The compns. may be utilized to treat numerous diseases 
and conditions that would benefit from the application of a lipophilic 
bioactive agent. Thus, a cream contained Polysorbate-8 0 25.000, 
ubidecarenone 21.000, propylene glycol 10.000, phenoxyethanol 0.500, water 
35.500, and lecithin 8.000%. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
AB Vitamin and flavonoid containing compns. are provided that are stable to 
degradation Stabilized compns. include one or more features including a 
hygroscopic solvent at a sufficient concentration to provide an Aw value of the 
hygroscopic vitamin and or flavonoid containing composition of less than 0.9, 
antioxidant flavonoids that are preferentially oxidized before the 
vitamin, preservatives, and hydrocarbon propellants selected to reduce the 
oxidation potential of the composition Thus, a foamable carrier was prepared 
containing 

propylene glycol 88.00, stearyl ale. 2.00, hydroxypropyl cellulose 2.00, 
Laureth-4 2.00, GMS NE 2.00, macrogol cetostearyl ether 1.00, and PPG-15 
stearyl ether 3.00%, resp. Ascorbic acid and niacinamide were 
concurrently added to the carrier at 5.00% and 2.00%, resp. Following 
addition of a propellant, the foamable composition was obtained, which upon 
release from an aerosol pressurized container afforded foam of good 
quality. The foam was easily spread and immediately absorbed into the 
facial skin with no extensive rubbing. 
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TITLE: Quinones are reduced by 6-tetrahydrobiopterin in human 

keratinocytes, melanocytes, and melanoma cells 

AUTHOR (S) : Schallreuter , Karin U.; Rokos, Hartmut; Chavan, 

Bhaven; Gillbro, Johanna M. ; Cemeli, Eduardo; Zothner, 
Carsten; Anderson, Diana; Wood, John M. 

CORPORATE SOURCE: Clinical and Experimental Dermatology, Department of 

Biomedical Sciences, University of Bradford, Bradford, 
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SOURCE: Free Radical Biology 

& Medicine (2008), 44(4), 538-546 
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PUBLISHER: Elsevier 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Quinones are potentially dangerous substances generated from quinols via 
the intermediates semiquinone and H202 . Low semiquinone radical concns. 
are acting as radical scavengers while high concns. produce reactive 
oxygen species and quinones, leading to oxidative stress, apoptosis, 
and/or DNA damage. Recently it was recognized that thioredoxin 
reductase/thioredoxin (TR/T) reduces both p- and o-quinones. In this 
report we examine addnl. reduction mechanisms for p- and o-quinones generated 
from hydroquinone (HQ) and coenzyme Q10 and by 1 7p-estradiol by the 
common cofactor 6 (R) -L-erythro-5, 6, 7, 8-tetrahydrobiopterin (6BH4). These 
results confirmed that TR reduces the p-quinone 1,4 benzoquinone and 
coenzyme QlO-quinone back to HQ and coenzyme QlO-quinol, resp., while 6BH4 
has the capacity to reduce coenzyme QlO-quinone and the o-quinone produced 
from 17p-estradiol . 6BH4 is present in the cytosol and in the nucleus 
of epidermal melanocytes and keratinocytes as well as melanoma cells and 
colocalises with TR/T. Therefore we conclude that both mechanisms are 
major players in the prevention of quinone-mediated oxidative stress and 
DNA damage . 
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5-year follow-up 
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& Wilkins 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Early surgical intervention remains the most successful therapy for 

melanoma. Despite better outcomes observed in soft tissue and lymph node 
metastases, the results of pharmacol. therapies are still disappointing. 
Currently, there is no standard adjuvant therapy for melanoma. Low concns. 
of coenzyme Q10 have been demonstrated in melanoma cell lines and in 
sera of melanoma patients. These data and the results of clin. trials 
of patients with other advanced cancers prompted this study of the 
long-term administration of an optimized dose of recombinant interferon 
a-2b and coenzyme Q10 to patients with stage I and II melanoma. A 
3-yr trial envisaging uninterrupted treatment with low-dose recombinant 
interferon a-2b (9,000,000,000 IU weekly) administered twice daily 
and coenzyme Q10 (400 mg/day) was conducted in patients with stage I and 
II melanoma (American Joint Committee on Cancer criteria 2002) and 
surgically removed lesions. Treatment efficacy was evaluated as incidence 
of recurrences at 5 years. All patients completed the treatment and the 
follow-up. Significantly different rates of disease progression were 
observed in the interferon + coenzyme Q10 and the interferon group for both 
stages. No patient withdrew from the study owing to side effects. 



Long-term administration of an optimized dose of recombinant interferon 
a-2b in combination with coenzyme Q10 seemed to induce significantly 
decreased rates of recurrence and had negligible adverse effects. A 
survival study could not be undertaken owing to the small patient sample 
and the short duration of follow-up. 
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2007:458900 CAPLUS 
146 : 427847 

Topically applied glucosamine sulfate and all its 
related, precursor, and derivative compounds 
significantly increases the skin's natural production 
of hyaluronic acid for the rejuvenation of healthier 
younger-looking skin; while phosphatidylcholine is 
required to replace its deficiency caused by topical 
dimethylaminoethanol (DMAE) 
Jacobs, Eric 
USA 

U.S. Pat. Appl. Publ., 13pp. 

CODEN: USXXCO 

Patent 

English 



PATENT NO. KIND DATE APPLICATION NO. DATE 



US 20070092469 Al 20070426 US 2006-527334 20060927 

PRIORITY APPLN. INFO.: US 2005-729947P P 20051026 

AB A topical skin rejuvenation preparation comprises (i) about 0.001 to 50% of 
glucosamine ( 2-amino-2-deoxy-alpha-D-glucose ) , a hexosamine (6 carbon 
amino sugar), including its derivative and precursor compds . , glucosamine 
sulfate, glucosamine hydrochloride, glucose-6-phosphate, acetyl 
glucosamine, f ructose-6-phosphate, and glucosamine-6-phosphate to increase 
production of hyaluronic acid and collagen and to relieve wrinkles, increase 
the skin's natural production of hyaluronic acid, reverse the lack of 
suppleness, hydrate from within, erase spider veins, reduce varicose 
veins, lighten aging dark blotches ("liver spots'Vlentigos, senile 
lentigines) , decrease acne, and reduce under eye puffiness, (ii) 0.0001 to 
50% of dimethylaminoethanol (DMAE) to increase skin muscle tone, and (iii) 
0.01 to 30% of phosphatidylcholine to overcome deficiency created by 
application of DMAE in each cell's production of phosphatidylcholine, whose 
deficiency damages cell membranes, as well as mitochondrial and lysosome 
membranes . 
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Therapeutic combination 

arginine for prevention 

Rath, Matthias 

Rath, Matthias, Dr. Med. 

Eur. Pat. Appl., 12 pp. 

CODEN: EPXXDW 

Patent 
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LANGUAGE : English 
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PATENT NO. 
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IE, 

AT 327747 
PT 1195159 
ES 2261136 
TR 2001000124 
PRIORITY APPLN. INFO. 
AB A therapeutic composition for the prevention and treatment of different forms 
of cancer in very elevated dosages of ascorbic acid and salts, L-Lysine 
and L-proline, vitamins and trace elements. 
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Enhancing effect of coenzyme Q10 on immunorecovery 
with BCG in tumor-bearing mice in relation to changes 
in coenzyme Q content and ATPase activity in spleen 
lymphocytes of tumor-bearing rats 

Kawase, Ichiro; Taniguchi, Takeshi; Saijo, Nagahiro; 
Niitani, Hisanobu 

Dep. Intern. Med., Natl. Cancer Cent. Hosp., Japan 

Gan to Kagaku Ryoho (1979), 6(2), 281-8 

CODEN: GTKRDX; ISSN: 0385-0684 

Journal 
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AB The activity of oligomycin-sensitive ATPase [9000-83-3] and the content 
of coenzyme Q in the spleen lymphocytes were decreased in tumor-bearing 
rats. Administration of coenzyme Q10 (I) [303-98-0] increased the 
ATPase level to a normal range. In mice bearing syngeneic melanoma, 
treatment with BCG increased cell-mediated immune responses, and this 
effect of BCG was enhanced by administration of coenzyme Q10. 
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LANGUAGE: English 

AB The effect of the addnl. treatment with coenzyme Q10 on immunorestoration 
with M. bovis BCG in tumor-bearing mice was investigated. Cell-mediated 
cytotoxicity in tumor-bearing mice against alloantigenic tumor cells was 
determined by 51Cr release assay using spleen cells of C57BL/6N mice which had 
been inoculated s.c. with syngeneic melanoma-B16 and immunized i.p. with 
alloantigenic mastocytoma P815-X2 cells. The cell-mediated cytotoxicity 
against mastocytoma P815-X2 cells was gradually depressed with the growth 
of melanoma-B16 . The depressed, cell-mediated cytotoxicity in 
tumor-bearing mice recovered slightly by the treatment with BCG. The 
recovery effect of BCG on the depressed, cell-mediated cytotoxicity was 
significantly enhanced by the addnl. treatment with coenzyme Q10. 
Coenzyme Q10 did not have an apparent effect on the depressed, 
cell-mediated cytotoxicity in tumor-bearing mice. These results show that 
coenzyme Q10 enhances the immunorestoration with BCG in tumor-bearing 
mice . 
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AB Quinones are potentially dangerous substances generated from quinols via 
the intermediates serniquinone and hydrogen peroxide. Low serniquinone 
radical concentrations are acting as radical scavengers while high 
concentrations produce reactive oxygen species and quitiones, leading to 
oxidative stress, apoptosis, and/or DNA damage. Recently it was 
recognised that thioredoxin reductase/thioredoxin (TR/T) reduces both p- 
and o-quinones. In this report we examine additional reduction mechanisms 
for p- and o-quinones generated from hydroquinone (HQ) and coenzyme 
Q10 and by 17 beta-estradiol by the common cofactor 
6 (R) -L-erythro-5 , 6,7, 8-tetrahydrobiopterin (6BH(4)). Our results 
confirmed that TR reduces the p-quinone 1,4 benzoquinone and coenzyme 
QlO-quinone back to HQ and coenzyme QlO-quinol, respectively, while 
6BH(4) has the capacity to reduce coenzyme QlO-quinone and the 
o-quinone produced from 17 beta-estradiol. 6BH4 is present in the cytosol 
and in the nucleus of epidermal melanocytes and keratinocytes as well as 
melanoma cells and colocalises with TR/T. Therefore we conclude that 
both mechanisms are major players in the prevention of quinone-mediated 
oxidative stress and DNA damage, (c) 2007 Published by Elsevier Inc. 
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AB The objective of this study is to report on long-term survival of a 
patient with metastatic melanoma treated with indisulam showing a 
distinct genetic pattern of repression of subsets of genes involved in 
mitochondrial energy metabolism. Gene expression profiling was performed 
with oligonucleotide microarray analysis. A 45-year-old patient with 
metastatic malignant melanoma was treated in third-line with indisulam 
(goal, E7070), a new chloroindolylsulphonamide cell-cycle inhibitor. The 
patient was treated weekly with a dose of 40 mg/m(2) within a phase 1 
study. On the basis of an amendment, the dose was escalated to 320 
mg/m(2) at maximum and de-escalated to 160 mg/m(2) for long-term 
application in this individual patient. At the start of treatment the 
tumour burden consisted of two-intransit-metastases, two further skin 
lesions, two cervical lymph nodes and four pulmonary metastases. Under a 
2 . 5year treatment with indisulam the tumour shrunk markedly although the 
objective response only reached stable disease. Lymph node biopsy 
revealed absence of vital melanoma cells. Therapy was stopped upon 
request of the patient. The gene expression profile indicated a profound 
transcriptional repression of subsets of genes involved in mitochondrial 
energy metabolism; namely NDUFB8 , NDUFS1, NDUFV1, ACADVL and Homo sapiens 
clone 24408. The survival of this patient with metastatic melanoma 
lasted now 9 years, the progression-free interval 105 months. It can be 
assumed that this treatment effect is attributed to the down-regulating 
effect of indisulam on metabolic genes involved in energy production. 
Thus, knowledge on individual's tumour gene regulation may predict 
sensitivity and resistance to antiturnour al agents. 
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Early surgical intervention remains the most successful therapy for 
melanoma. Despite better outcomes observed in soft tissue and lymph 
node metastases, the results of pharmacological therapies are still 
disappointing. Currently, there is no standard adjuvant therapy for 
melanoma. Low concentrations of coenzyme Q(10) have been 
demonstrated in melanoma cell lines and in sera of melanoma patients. 



These data and the results of clinical trials of patients with other 
advanced cancers prompted this study of the long-term administration of an 
optimized dose of recombinant interferon alpha-2b and coenzyme Q(10) 
to patients with stage I and II melanoma. A 3-year trial envisaging 
uninterrupted treatment with low-dose recombinant interferon alpha-2b (9 
000 000 000 IU weekly) administered twice daily and coenzyme Q(10) 
(400 mg/day) was conducted in patients with stage I and II melanoma 
(American Joint Committee on Cancer criteria 2002) and surgically removed 
lesions. Treatment efficacy was evaluated as incidence of recurrences at 
5 years. All patients completed the treatment and the follow-up. 
Significantly different rates of disease progression were observed in the 
interferon + coenzyme Q(10) and the interferon group for both stages. 
No patient withdrew from the study owing to side effects. Long-term 
administration of an optimized dose of recombinant interferon alpha-2b in 
combination with coenzyme Q(10) seemed to induce significantly 
decreased rates of recurrence and had negligible adverse effects. A 
survival study could not be undertaken owing to the small patient sample 
and the short duration of follow-up. Melanoma Res 17:177-183 (C) 2007 
Lippincott Williams & Wilkins. 
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AB In order to evaluate the free radical defense systems of melanocytes and 
their possible correlation with melanoma, we have studied in cultured 
normal human melanocytes (20), normal melanocytes from melanoma patients 
(15), and melanoma cells (40) the fatty acid pattern of membrane 
phospholipids as a target of peroxidative damage and the superoxide 
dismutase and catalase activities, vitamin E, and ubiquinone levels as 
intracellular antioxidants. Cells were cultured in the same medium and 
analyzed at III or IV passage. Compared to the values obtained in normal 
human melanocytes, melanoma cells showed on average: a) higher levels of 
polyunsaturated fatty acids, b) increased superoxide dismutase and 
decreased catalase activities, higher vitamin E, and lower ubiquinone 
levels. Among the normal melanocytes from melanoma patients studied, 
two groups were differentiated: a) cultures (7) with enzymatic and 
non-enzymatic antioxidants level similar to those of normal human 
melanocytes; b) cultures (8) with antioxidant patterns similar to those 
observed in melanoma cells. Polyunsaturated fatty acids were also 
increased in the latter group. The results indicate that in melanoma 
cells and in a percentage of normal melanocytes from melanoma patients, 
an imbalance in the antioxidant system can be detected that can lead to 



endogenous generation of reactive oxygen species and to cellular 
incapability of coping with exogenous peroxidative attacks. These 
alterations could be correlated with the malignant transformation of cells 
and with the progression of the disease. 
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Quinones are potentially dangerous substances generated from quinols via 
the intermediates semiquinone and hydrogen peroxide. Low semiquinone 
radical concentrations are acting as radical scavengers while high 
concentrations produce reactive oxygen species and quinones, leading to 
oxidative stress, apoptosis, and/or DNA damage. Recently it was 
recognised that thioredoxin reductase/thioredoxin (TR/T) reduces both p- 
and o-quinones. In this report we examine additional reduction mechanisms 
for p- and o-quinones generated from hydroquinone (HQ) and coenzyme 
Q10 and by 1 7beta-estradiol by the common cofactor 

6 (R) -L-erythro-5 , 6,7, 8-tetrahydrobiopter in (6BH(4)). Our results 
confirmed that TR reduces the p-quinone 1,4 benzoquinone and coenzyme 
QlO-quinone back to HQ and coenzyme QlO-quinol, respectively, while 
6BH(4) has the capacity to reduce coenzyme QlO-quinone and the 
o-quinone produced from 1 7beta-estradiol . 6BH(4) is present in the cytosol 
and in the nucleus of epidermal melanocytes and keratinocytes as well as 
melanoma cells and colocalises with TR/T. Therefore we conclude that 
both mechanisms are major players in the prevention of quinone-mediated 
oxidative stress and DNA damage. 
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